ization of PML and of all PML-NB components, even if many of these proteins do not physically interact with the fusion protein. The essential role of PML in the control of PML-NB biogenesis was unforeseen and suggested that PML may modulate diverse and even opposing functions. Recent reports indicate that PML harmonically coordinates, at least in part from the PML-NB, critical tumor suppressive functions such as induction of apoptosis, growth arrest, and cellular senescence. The observation that PML Ϫ/Ϫ mice are resistant to the first in vivo genetic evidence that PML-RAR␣ can negatively affect PML function and suggests that the inactivalethal effects of ␥ radiation indicates that PML is involved in the DNA-damage response. The tumor suppressor tion of PML proapoptotic activity by the fusion protein could be a crucial step in APL leukemogenesis.
PML and Control of Apoptosis
p53 plays a key role in this process. p53 Ϫ/Ϫ thymocytes are completely resistant to ␥ radiation-induced apoptoHowever, PML overexpression leads to rapid cell death in the absence of the typical features of apoptosis, sis, indicating that p53 is absolutely required for DNA damage-induced apoptosis in this cell type. PML Ϫ/Ϫ thysuch as nuclear condensation. Furthermore, PMLinduced apoptosis (in this overexpression system) is mocytes are resistant to ␥ radiation-induced apoptosis, though to a lesser extent than p53 Ϫ/Ϫ thymocytes (Guo enhanced, rather than blocked, by a broad-spectrum caspase inhibitor (z-VAD-fmk). Caspase-3 activity is not et al. 
